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)ESCR!PTION
Is a naphthy gnated chemically as 4-(6-methoxy-2-naph wl)-2
1 It has the following struct
(o]
OO %
nabumetone
iabumetone is a white to off-white crystatii b with a weight of 228.3. It is nonacidic

nd practically insoiuble in waler, but soluble in alcohol and most organic solvents. It has an n-
ctanol:phosphate buffer partition, coefticient ol 2400 at pH 7.4.

iach tablet, for oul 750 mg of in addition, each tablet contains
he foll di , microcrystalline cellulose,
wiyethylene glycol sodium huryl Sulmo and wd-um starch 9lycohlo
SLINICAL PHARMACOLOGV

is anti-i y drug {NSAID) that exhidits anii-inflammatory, anaigesic
nd anlipy ies in ph gic studies. As with other Mnmroidll Inll:mﬂammllory lgenls.
s mode of |chon n not known. However, the ability lo inhibit p oH y is may be invol
) the anti-inflammatory effect.
‘he parent compound is a prodrug, which hepatic bk 1o the active p

i-methoxy-2-naphthylacetic acid (SMNA), that isa potent inhibitor of prostaglandin synthesis.
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N Active Metabolite (EMNA) Plasma Concentrations al Steady Stale Fotiowing Once-Daily

Dosing of Nabumetone

1000 mg [n=31) 2000 mg (n=212)
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APPROVED

Ten endoscopy studies were conducted in 483 patients who had baseline and posi-weatment
endoscopy. hsdnultdahmlmmdnamol194umuonnlbmm'ooo'v\gdmyu
naproxen 250 mg of 500 mg twice daily lor 3 1o 12 weeks, nab Red in lewer
patients with endoscopically detectad lesions (>3 mm). In 2 irials a totsd of 101 patients on nabumetone
1000 mg or 2000 mg daily or piroxicam 10 mg to 20 mg for 7 10 10 days, thare were lewer nabumetone
patients with detected lesions. in 3 trinis of a lotl of 47 patients on nabumetons 1050
mg daily or indomethacin 100 mg to 150 mg daily for 3 10 4 weeks, the endoscopy scores wera higher
with indomethacin. Another 12-week trial in a tolat of 171ipatients compared the rasults of treatment with
nabumaeione 1000 mg/day to ibuprolen 2400 mo/day and ibuprofen 2400 mg/day plus misoprostol
800 mcg/day. The results showed that patienis trested with nabumetons had a lower number: of
undowopnhydmc«dlnbm(ﬁm)mmmmmdm D slone but comp fo
ol ibup P The results did not correlate with abdominal pain,
OIIm mvmmnmuwunmmmmmwoommwmmn
phnmmmmmmoﬁoclm“‘ ding time. n D p §00
mgduny suppressed Collagen-induced platelet aggreg: and sig y ing time.
CLINICAL TRIALS
Osteoarthritis: The use of nabumatons in relieving the signs snd symploms of osiecarthvitis was
assassed in double-blind controlied trigls in which 1,047 patisnts ware treated for & weeks 10 8 months.
In thesa trials, nabumetone in & dose of 1000 mg/day administered at night was comparable to naproxen
500 mg/day and 10 aspirin 3600 mg/day.
Rheumatoid Arthritis: The use of nabumetone in relieving the signs and symptoms of rheumatoid
arthvitis was assessad in double-blind, randomized, controlied trias in which 770 patients were tresled
for 3 waeks to 6 months. Nabumetone, in a dose of 1000 mg/day at night was comp
1o naproxen 500 mg/day and to aspirin 3500 mg/day.

ileady-siate plasma concentrations of GMNA are slightly lower than predicted from single-dose data.
‘his may result lrom the higher traction of unbound 6MNA which undergoes greater hepatic clearance.

of food the rate of plion and of GMNA in the
fasma but does not nnocl the exteni of conversion of nabumetone mlo 6MNA. Peak plasma

of BMNA are i d by app y one third.
: inistration with an g antacid nad no significant effect on the bioavailability of
MNA,
Table t. Mean ph Ll active bolite (BMNA)
at oteady siste following oral admlnmmlon ol 1000 mg or 2000 mg doses of Nebumetone
Young Adults Young Adults Elderly
Means ¢ SD Mean £ SO Mean = D
\bbrevistion 1000 mg 2000 mg 1000 mg
units} nsdl nei2 n=27
waathours) 3.0(1.01012.0} 2. 5(1 010 8.0) 4.0{1.010 10.0)
172(hours) 225237 282237 208281
Lyy/F(mLsmin.) 2612173 2102 4.0 18612134
fag/F(L) 5542264 5342113 5§02+ 253
‘ne simulaied curves in the graph balow illustrate the range of active bolite plasma p

young healthy subjects. (See Table 1 for summary of pharmacokinetic parameters.)

Renal Insuffticlency: in studies of patients with renal insufficiency, Iho mean terminal hatl-iile of SMNA

was increased in pamms with severe renal dyst <30 mUmin/1.73 m2). In
dialysis, steady-s! a te plasma ol the aclive bolite were

similar to those oburvod in hoanhy subjects. Due to extensive protein-binding, SMNA is not dulynbh

GMNA undergoes biotransformation in the liver, p g inactive that are eli d as . . i . . -
both ree metaboltes and conjugates. None of the known melaboides of GMNA has bean detected 11 1o oo, Cooncaene O heumaion arhiils patints, nabomelons has besn usad in combination
OO COOH plusma Prefiminary in vivo and in viro studies $uggest that unkike ofher NSAIDs, hers is no evidence
jon of the active metabolite. App 75% of & radiolsbetied dose was 1”-::2‘:" ALZATION OF DOSING n 10 nab Therapy Is usually initiated at a
rceoveudhorlmmu hours. Approximaiely 80% was in 168 hours. A further 9% app
CH:,O o in the feces. In the first 48 hours, metabolites consisted of: nabumetons dose of 1000 mg dab/, then lqmod # needed, based on chinical response.
B-mathoxy.2:naphifylaceiic acid (BMNA) -nabumaetone, unchanged not delectable In clinical trinis with osteowthritis and rheumatoid arthrite patients, most patients responded 1o
1 is acidic and has an n-octanol:phosphate buffer partition coefficient ol 0.5 at pH 7.4, -s‘memoxy-zif\aph\twlacﬂic acid <1% nabumetona in doses of 1000 mg/day administered nightly; tolal daily dosages up 1o 2000 mg were
narmacokinetics (6MNA), unchanged used. in open-laballed studies, 1,490 patients were permitied dosage increases and were foliowed for
Her oral Jon, app y 80% ol a radiolabstied dose of isfound inthe urine,  -BMNA, conjugated 1% approximately 1 year (mode). Twenty percent of patients (n=204) were withdrawn for lack of
icating that is well rhed from the g . itsefl is nol ~8-hydroxy-2-naphinylacetic acid 5% effectiveness during the lirst year of these opon-loboﬂu studies. The following table provides patient.
tacted in tha plasma b atter absorption, rapid to the p | (6HNA), unchanged xposure fo doses used in the U.S. clinica triats:
clive b 2 acid (SMNA) A y 35% of a 1000 mg orat dose -6HNA, conjugated % Table 2. Clinical double-blind and open-lsheted trisls of
{ nabumetone i cuwm.d 1o 6MNA and 50% is converied into unidentified metabolites which are ~4-(B-hydroxy-2-naphthyl)-butan-2-ol, % Nabumetone in osteoarthritis snd rheumatold arthritis
ubuquomly m:moo in the wring. Following oral administration of nabumetons, SMNA axhibits conjugated Mear/Mode
islics that g ly follow a one: p model with first order input and -O-desmethyl-nabumetone, Number of Duration of
rst order elimination. conjugated ! ™ Patients Trostment (yrs.)
MNA is more than 99% bound 10 piasma proteins. The free raction is o on total -unidentified minor matabolites A% Nabumetone Dose 0A RA OA RA
1/6MNA and in proportional 1o dase over the range of 1000 mq 10 2000 mg. I is 0.2% 10 0.3% s Total % Dose: 3% 500 mg 7 ) 04 0.2+
typicatiy of 1000 mg and is approxi F ing oral inisiation of dosages of 1000 mg 1o 2000 mg o steady state, the mean plasma 1000 mg 017 701 121 141
6% 10 0.8% of the fotal concentrations at steady state following daily administration of 2000 mg. eiuranco of 6MNA is 20 1o 30 mi/min. and the ion hali-life is approxi y 24 hours, 1500 mg 845 224 2'3,1 70
Eiderly Patients: Steady-siate plasma concentrations in elderly patients were generally higher than in 2000 mg 15 100 0.6/ 131

As with other NSAIDs, the lowest dose should be sought for each patient. Patients weighing under 50
kg may be less likely lo require oonm beyond 1000 mg. Therelore, after oburvmq the response to

Hepatic impairment: Data in patients with severe hepatic impairment are limited. B of
nabumetons to 6MNA and the furthar metabolism ol 6MNA (o inactive metabolites is depandent on
hepatic function and could be reduced in patients with sevare hepatic impairmant (history of or biopsy-
proven citrhosis).

Special Studies

{ab was comp to aspirin in inducing gastrointestinal blood loss. Food
intake was nol monitored. Studies utilizing S'Cr-tagged red blood cells in heaithy males showed no
ditlerence in fecat blood loss alier 3 or 4 weeks' administration of nabumelone 1000 mg or 2000 mg daily
, aspirin 3600 mg daily

ted, placebo-treated of

when compared 10 either placebo-treated of j ]
producod an increase in fecal blood loss when o the 1
i The clinical of the data is unknown.

The following endoscopy trials entered patients who had been previously treated with NSAIDs. These

Aat would ba expected from 95'/. of patients foliowing 1000 mg lo 2000 mg doses 1o steady state. The
hed area the ted overiap in plasma concenirations dus to intersubject

ariation lotlowing oral  administration of 1000 mg to 2000 mg of nabumetone.

had varying baseline scores and different courses of treatment. The trials were not d

initial therapy, the dose should be adjusted to mes! i dual patients’

INDICATIONS AND USAGE

Nabumetone (ablets are indicated for acute and chronic treatment of signs and symptoms of
itis and rhy id arthritis.

CONTRAINDICATIONS

Nabumetone is contraindicaled in patients who have previously exhibited hyp ilivity to K.

Nabumetone is contreindicated in patients in whom Mb\umom aspirin or other NSAID- induce

asthma, urticaria of other allergic-type i Fatal lons have been reported in such

palients receiving NSAIDs.

WARNINGS -

Risk of G.I Ulceration, Bmdlng and Pof!oumm with NSAID Therapy: Sarious gastrointestinal
toxicity such as bleeding and p Can Occur at any time, with or withoul warning
symptoms, in ulmm Ireated chronically with NSAID therapy. Although minor upper gastrointestinal

b , such as dy ia, are , usually ping early in therapy, physicians should
vcm;m m for utcomlon and bleeding in pmems treated chvomcully with NSAIDs even in the absence

and end py scores. The clinical relevanca of these endoscopy trials, i.
G.l. symptoms of serious G.1. events, is not known.

of previous G . ract



inc clinical triats involving 1,677 patients treated with nabumetone (1,140 foliowed lor 1 year
and 927 for 2 years), the cumulative incidence of peplic ulcers was 0.3% (95% Cl; 0%, 0.6%) at s

NABUMETONE
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‘ 507502
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Drug Interactions: I vilro studies have shown that, because of its affinity lor protein, EMNA may
dnspllce other prolem bound drugs (rom their binding site. Caulion should be exercised when

months, 0.5% (95% CI; 0.1%, 0.9%) at 1 year and 0.8% (95% CI; 0.3%, 1.3%) at 2 years. Pl
should inform patients about the signs and symptoms of serious G.1. toxicily and what steps 1o take if
they occur. in patients with active peplic uicer, physicians must weigh the benefits of nabumetone
“herapy against possible hazards, institute an appropriate ulcer gh and monitor the
patients’ progress caretully.

9 with warfarin since inferactions have been seen with other NSAIDs.

C i ion of an alumi ining antacid had no. significant efect on the
bioavailability of SMNA. When administered with food or milk, there is more rapid absorption; however,
the total amount of EMNA in the plasma is ged (see Ph

C-.. inog! i ll Is: In two-year studies conducied in mice and rais, nabumetone had no

loping peptic ion and

Studies to date have not ideniilied any subset of patients not at risk of o
bieeding. Except for a prior history of serious G.1. events and other risk factors known to be
with peplic uicer disease, such as aicohokism, smoking, eic., no risk factors (e.g., age, sex) have been
absociated with increased risk. Eiderly or debilitated patients seem 1o lolerate uiceration or bieeding iess
well than other individuals and most sp reports of {atal G.I. events are in this population.

High doses of any NSAID probably catry & greatef risk of these reactions, although controlied clinicat
Irials showing this do not exist in most cases. in considering the use of reiatively large doses (within m.

iatard

igenic effect. did not show mulagenic potential in the Ames
test and mousa micronucieus test in vivo. However, nabumetone- and GMNA-treated fymphocytes in
cuiture showed cmomo:oml aberralions 8t 80 meg/ml and hmr concentrations (equal to the average
human exp: fo tone at the d dose).
tmpairment of Fertility: Nabumetone did not impair lertility of male of female rats treated orally at
dom of 320 mo/kg/day (1888 mg/m?) before mating.

R Incidence <l%—Problbly Causally Relatedt

s f N | L uicer, dysphagis, gaslric ulcer,
9 g bieeding, i d appetite, liver funciion abnormalities, melena,
Central Nervous Sy Asth g anxiety, confusion, dep . malaise, paresth
tremor, vertigo.

Dermatologic: Butious eruptions, pholosensitivity, urticaria, pseudoporphyria cutanea tards, foxic
epidermal necrolysis.

Cardiovascular: Vasculitis.

mubollc' Weight gain.

recommended dosage range), sufficient benefit shoukd be anticipated to ofiset the
tisk ol G. |. toxicity.

PRECAUTIONS

General

Renal Effects: As a class, NSAIDs have been associated with renal papillary necrosis and other
abnormal renal pathology during long-term adminisiration 10 animals.

A second form of renal toxicity often associated with NSAIDs is seen in palients with conditions leading

10 & reduction in renal blood How or blood volume, where renal p glandins have a supp role in
the mai ol renal pert |n these palienu ndmumslmwn of an NSAID results in a dose-
dependent o« in g y and, , in @ ion of renal blood flow,
which may p overt renal P Patients at ouatu( risk of this reaction are those

wilh impaired renal function, heart iailure, liver dysfunction, those taking diuretics, and the elderty.
Discontinualion of NSAID therapy is typically foliowed by recovery to the pretreaiment siate.

hepatic ism, no adj of nab dasage
is generally necessary in pltumt with renal insulficiency. However, 2s with alt NSAIDs, patients with
impaired renal function should be monitored more closely than pmenls with novmnl renal function (see
CLINICAL PHARMACOLOGY, Special Studies). The and ites of 6MNA are
climinaled primarily by the kidneys. The extent to which thess hvm inactive mstabolites may
accumulale in patients with renat failure has not been studied. As with other drugs whose metabolites
are excreted by the kidneys, the possibility that adverse reactions {not listed in ADVERSE REACTIONS)
may be aliribuiable to these fites should be considered.

mpmk Function: As with other NSAIDs, borderline elevations of one or more liver !uncnon lms may
occur in up 10 15% of patients. These lities may progress, may remain

of may retum to normal wnm oommmd therapy. The ALT (SGPT) lest is probably the mou mmwe
indi of liver dysh 1 (3 limes the upper limit of normal) elevations of ALT (SGPT) or
AST (SGOT) have occurred in controlied clinical trials of nabumetone in less than 1% of patients. A
patient with symptoms andfor signs suggesting liver dysfunction, o in whom an abnormal liver test has
occusred, should be for evidk of the ol 8 more severe hepalic reaction while
on nabumetone therapy. Severe hepatic reactions, including jsundice and fatal hepatitis, have been
reported with other NSAIDs. A gh such ions are rare, il liver tasts persist or worsen,
it clinical signs and symptoms consistent with fiver disease develop, of il sy L i ions occur
(e.g.. eosinophilia, rash, etc.), nabumetone should be di inved. B bumetone’s
biotransformation 10 6MNA is damdem upon hepnlc function, the bi could be
decreased in patients with severe hepalic d Therefore, nabumet should be used with
caution in patients with severs hepatic impail (see P, Hepatic impail /]

Fiuid Retention snd Edema: Fluid retention and edema have been observed in some patients taking
nabumetone. Therelore, as with other NSAIDs, nabumelone should be used cautiously in patients with
2 hislory of congestive heart failure, hypertension or other conditions predisposing to Huid retention.

R N "

Ti genic Effects. Preg! y Category C. Nabumetone did not cause any 0

eﬁecl in vm given up to 400 mg {2360 molrn?) and in rabbits up 10 300 mg/kg (3540 mg/m2) oralty.

post: loss was ocbserved in rats at 100 morkg (590 mg/m?) orally and 8
mghef doses (equal 1o the average human exposure 10 GMNA at the maximum recommended human
dose). Thers are no adequale, well-controlled studies in pregnant women. This drug should ba used
during pregnancy only if ciearly needed.
Because of Ihe known effect of prostaglandin-synihesis-inhibiting drugs on the human feia)
cardiovascular sysiem (closure of ductus arteriosus), use of nabumetone during the third trimester ol

pirstory: Dyspnes, eosinophilk i, by iivity p

Gonllouﬂnuy‘ i8, azotemia, hyp interstitial nep vaginal biesding

Specisl Senses: Abnomal vision.

Hyp Ilhmy Anaphy i reaction, hylaxis, angi edema.

A only in woridwid ing experience of in the i , not seen in
clmiulmm.mcmmndmﬂwmhucmd

Incidence <1%—Causal Relationship Unknown$

G b inal: Bikirubi it ion, g gingivitis, glossitis, p titls, rectal

bieeding.
Central Nervous System: Nightmares,

pregnancy is not Domnologie Acne, llopoch orymom mulmom Stevens-Johnson Syndromc

Labor nnd Delivery: The effects of nlbumelom on labor Md dehvefy in women are nol known. As with . Angina, . Gl bt

ofher drugs known 1o inhibit prostag ynthesis, an § of o ia and delayed wcmbopnhbm ) 4 ¢ t o [aale [

pai ‘inmslreliod o preg Y R t Asitma, .

Nursing Mothers: N is not for use in nursing mothers b of the possibk '_. ory: Asthma, Cough. L

adverse eftects of prostaglandin-sy ibiting drugs on It is not known whether y: Dysurig, h renal siones.

ot its ites are d in human mik; however, BMNA is excreted in the mil o Special Senses: Taste disorder.

lactating rats. Body a9 » Whote: Fever, chils,

Pedistric Use: N is not ded for use in p ic patients b the safaty and et Ammia otk f

efficacy in pediatric patients have not been established. Metab b ;“ v  Hy 3 N d ” T

Geriatric Use: Of the 1,677 patients in U.S. clinical studies who were treated with nab n onsl: Hype'pl e \mglm oss. - -

patients (24%) were 65 years of age or older; 22 patiants (1 %) were 75 years of age or oider. No overall $Adverse only in 9 oxp of int the i nol seen in

ditferences in efficacy of safely were observed between these oider patients and younger ones, Simiar  Clinical trials, are considered rarer and are iaicized.

results were observed in a 1.year, non-U.S. postmarketing surveillance study of 10,800 nabumetone OVERDOSAGE

patients, of whom 4,577 patients (42%) were 65 years of age or okder. Since only 1 case ol nab dose has been rep: , the is Hmiled. i acute

ADVERSE REACTIONS onmon occwrs, it is com d that the h be ompmd by vomnmg o lavage and general

Adverse reaction information was efived from biindd-controlied and open-iabelled clinical trials and rasur ‘b' d. as Y. In addition, the use of activated charcoal, up to 60

from worldwide In the iption below, rates of the more common events grama, may reduce n: n of with charcoal

{greater than-}%) and many of the lass common events (less than 1%) represent resuls of U.S. clinical {0 man has resulted in an B0% n P“W of the active metabolite.

studies. The 1 overdoss occumd h s |7-yur-otd imh patient who had a history of abdominal pain and was
hospitatized for i i pain ‘ ol 30 nab tablets (15 grams totat).

Of the 1,677 patients who receivad nabumatane during U.S. clinical trials, 1,524 were treated for al least
1 month, 1,327 for at least 3 months, 929 for at leas! a year and 750 for at ieast 2 years, Over 300
patients have been treated for 5 years of longer.
TM most fraquenlly reporied advmo reactions were related lo the gastrointestinal iract. They wers
yspepsia and I pain.

Incidence 21%—Probably Causally Related
Gastrointestinal: Diarrhea (14%), dyspepsia (13%), pain (12%), ipation®, Hatuk °,
naysea’, posiive stool guaiac®, myrnoulh gastritis, stomatitis, vomiting.

Stools were negative for occult blood and there was no M in serum hemoglobin concentration. The

patient had no other symptoms. She was Qiven an H-receptor antagonist and discharged from the

hospital without sequelas. B

DOSAGE AND ADMINISTRATION

Ostecerthvitis and Rh told Arthritls

The recommended starting dose is 1000 m taken as a single dose with or without 100d. Some patients

may obtain more symptomatic retfief from 1500 mg to 2000 mg per day. Nabumetone fablets can be

mmmmruhgteum—da dose. Dosages over 2000 mg per day have not been studied. The
fective dose should be used for chronic treatmen.

Central Nervous Sy Di , headache*, fatigue, i d ing, insomnia, ner

Photosensitivity: Based on U.V. light ph itivily testing, may be ialed with
mCte reactions to sun exposure than might be expected based on skin tanning types.

information for Patlents: Nabumetone, like other arugs of its class, is not free of side effects. The side
effecis of these drugs can cause discomiort and, rarely, there are more serious side effects such as
gastrointestinal bleeding, which may result in hospitalization, and even latal outcome.

NSAIDs are often essential agents in the management of arthritis, but they also may be commonly
employed tor conditions which are less serious. Physicians may wish to discuss with their patients the
potential risks (see WARNINGS, PRECAUTIONS and ADVERSE REACTIONS) and likely benefits of
NSAID treatment, particuiarly when the dmgs ate used for less serious conditions where treatment
without NSAIDs may rep an p ive 1o both the palient and the physician.
Laboratory Tests: Because severs G.I. tract ukceration and bleeding can occur without WAINIng
symptoms, physicians should follow chronically treated patients for signs and symploms of uviceration
and bleeding, and shouid inform them of the importance of this follow-up (see WARNINGS, Risk of G.I.
Uiceration, Bieeding anJd Perforation with NSAID Therapy).

Dermatologle: Pruritus®, rash".
Special Senses: Tinnitus*.
Miscelianeous: Edema’.

HO\V SUPPLIED
750 myg tablets (white, modified oval-shaped, unacored, debossed “Copley 510° on one side and plain
on the other) in dotties of 100 (NDC 38245-510-10) and 1000 (NDC 38245.510-20).

Slqn 8t controlied toom temperalure 15%-30°C (59°-86°F) in well-closed container; dispense in light-

‘incidence of reported reaction bety 3% and 9%. R occurring in 1% to 3% of the patients

are unmarked.

Coﬁhy Pharmaceutical, Inc,
Canton, MA 02021

LEAS07502
Revised: April 2000
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NABUMETONE TABLETS
750 mg

CAUTION: Federal law prohibits
dispensing without prescription.

100 TABLETS

( Copley Pharmaceutical, Inc.

Store at controlled room temperature
15° - 30°C (59° - 86°F).
Dispense in a well-closed, light-
resistant container. )
Each tablet contains nabumetone 750 mg.
USUAL DOSAGE: See accompanying
prescribing information. =
Important: Use safety closures when
dispensing this product unless otherwise Sr—"
directed by physician or requested by — TEE————=—E—
purchaser.

38245-510-10 8

LAB716600

Canton, MA 0202 = e
B L R R T e S R A N F RN S G 5%
S | < ,mdm CETES
( pse L R TR R w“: P"ﬁ-a.uﬂ T T -
NDC 38245-510-50 Store at controlled room temperature
15° - 30°C (59° - 86°F).
NABUMETONE Dispense in a well-closed, light- <
resistant container. _—
TABLETS Each tablet contains nabumetone —
750 mg - —————— E
750 m g USUAL DOSAGE: See accompanying —m——s \n
prescribing information. ——— ﬂ
s CAUTION: Federal taw prohlblts Impartant: Use safety closures when s O
. dispensing without prescription.  dispensing this product uniess otherwise Smmm—— N
directed by physician or requested by >
500 TAB LETS purchaser. Zm
( Copley Pharmaceutical, Inc.
’ Canton, MA 02021 .
P T A R ERETAT R e e ke L e s 8

=3
S
~
©
-
~
[+
3

EXP:



